ABSTRACT OBJECTIVE: To test the hypothesis that placental histologic characteristics in pregnancies complicated by familial spontaneous preterm birth (sPTB) will differ by gestational age (GA) and reflect possible mechanisms of pathogenesis.
important role in the onset of parturition in cases otherwise classified as idiopathic or spontaneous in nature, especially at the earliest GAs when neonatal outcomes are the poorest.
TABLE OF CONTENTS:
Introduction ………………………………………………………………… 6, 7 Materials and Methods ……………………………………………………. [8] [9] [10] Results ………………………………………………………………………11, 12
Discussion …………………………………………………………………. [13] [14] [15] [16] References ………………………………………………………………… [17] [18] [19] [20] TABLES AND FIGURES: Table I . Baseline characteristics of women with familial idiopathic spontaneous preterm birth <35 weeks of gestation Table II Despite extensive efforts to elucidate the complex pathophysiologic mechanisms which contribute to the onset of parturition at an abnormally early time in gestation, the process remains poorly understood.
Preterm onset of labor is a complex process influenced by a variety of environmental, genetic, infectious, and other factors. The interplay among contributing etiologic factors logically differs between various preterm birth phenotypes. The underlying pathologic mechanisms leading to the onset of labor in cases of idiopathic spontaneous preterm birth likely differ significantly from cases complicated by placental abruption, multifetal gestation, or even those involving a major fetal malformation.
There is a growing appreciation for a potential genetic contribution to the determination of birth timing.(1-3) A previously published segregation analysis performed from the cohort of families affected by preterm birth reported in this study suggests that maternal genes play an important, complex role in determining the timing of birth.(4) Due to the complex nature of this disease, it has aptly been referred to as the "preterm parturition syndrome".(5) Other than local uterine, environmental, hormonal, and genetic factors, intrauterine inflammation is felt to be an important contributing factor to the onset of preterm parturition. This study was performed to provide new insights into the relative contribution of inflammation to spontaneous preterm birth in women with a strong familial component to their birth timing mechanism.
MATERIALS AND METHODS
We conducted a prospective cohort study aimed to identify genetic factors influencing spontaneous preterm birth. Women with an idiopathic spontaneous preterm birth at less than 35 0/7 weeks from an otherwise uncomplicated singleton gestation who also had a 1 st degree family member affectetd by preterm birth were considered for inclusion. Delivery logs from an academic Figure   1 ).
The presence any maternal inflammatory response was significantly The selection of a late preterm birth group (32-35 weeks of gestation) as a referent category in this study may have limited our ability to quantify the magnitude of effect of gestational age on inflammatory changes. Despite this limitation, we considered it the optimal reference category for comparison for this study's purposes. Other potential control groups were considered but thought more likely to introduce bias. For example, term gestation placentas were considered to be a suboptimal reference group due to selection bias as those selected for pathologic evaluation would be more likely to have suspected abnormalities. Placentas from preterm births due to other causes (medically indicated) would also not be an optimal referent as they would have a preponderance of pathologic abnormalities indicative of their underlying pathophysiologic processes. Furthermore, chosing an internal reference group from the same population has desireable advantages over the use of an external reference group that may differ significantly from the at-risk group in many ways other than the factor being examined (in this case, gestational age). OR (95% CI) 
